\o/oOT, 135 BrtST 



Ref 
# 

LI 




Hits 

2322;! 


Search Query 

((514/235.8) or (514/272) or 


DBs 

US-PGPUB; 


Default 
Operator 


Plurals 
OFF 




Time Stamp 
2005/07/07 17:26 


L2 

|(||| 




1748 
3803 


(514/341)).CCLS. 

((544/124) or (544/331)).CCLS. 

LI or L2 


USPAT 

US-PGPUB; 
USPAT 

;US-PGPUB;: 


( 
( 


DR 

)R i 


OFF 

lollll 




2005/07/07 17:26 

; 2005i/07/07 17:27 


L4 




3099 


L3 and amino 


USPAT 

US-PGPUB; 
USPAT 


( 


)R 


OFF 




2005/07/07 17:27 



Search History 7/7/05 5:28:14 PM Page 1 

C:\Documents and Settings\TNgol\My Documents\EAST\Workspaces\delBult.wsp 



10/ 005,133 

Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: sssptal202txn 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* * 


★ * 


* * 


★ • 


NEWS 


1 






NEWS 


2 






NEWS 


3 


FEB 


28 


NEWS 


4 


FEB 


28 


NEWS 


5 


MAR 


02 


NEWS 


6 


MAR 


03 


NEWS 


7 


MAR 


03 


NEWS 


8 


MAR 


22 


NEWS 


9 


MAR 


22 


NEWS 


10 


MAR 


22 


NEWS 


11 


MAR 


22 


NEWS 


12 


APR 


04 


NEWS 


13 


APR 


04 


NEWS 


14 


APR 


18 


NEWS 


15 


APR 


25 


NEWS 


16 


APR 


28 


NEWS 


17 


MAY 


23 


NEWS 


18 


MAY 


23 


NEWS 


19 


JUN 


06 


NEWS 


20 


JUN 


06 


NEWS 


21 


JUN 


13 


NEWS 


22 


JUN 


13 


NEWS 


23 


JUN 


20 


NEWS 


24 


JUN 


27 


NEWS 


25 


JUL 


01 



* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask GAS" for self-help around the clock 

PATDPAFULL - New display fields provide for legal status 
data from INPADOC 

BABS - Current-awareness alexts (SDIs) available 
GBFULL: New full-text patent database on STN 
REGISTRY/ZREGISTRY - Sequence annotations enhanced 
MEDLINE file segment of TOXCENTER reloaded 
KOREAPAT now updated monthly; patent information enhanced 
Original IDE display format returns to REGISTRY/ZREGISTRY 
PATDPASPC - New patent database available 

REGISTRY/ZREGISTRY enhanced with experimental property tags 
EPFULL enhanced with additional patent information and new 
fields 

EMBASE - Database reloaded and enhanced 

New CAS Information Use Policies available online 

Patent searching, including current-awareness alerts (SDIs), 

based on application date in CA/CAplus and US PAT FULL/US PAT 2 

may be affected by a change in filing date for U.S. 

applications . 

Improved searching of U.S. Patent Classifications for 

U.S. patent records in CA/CAplus 

GBFULL enhanced with patent drawing images 

REGISTRY has been enhanced with source information from 

CHEMCATS 

STN Patent Forums to be held in June 2005 
The Analysis Edition of STN Express with Discover! 
(Version 8.0 for Windows) now available 
RUSSIAPAT: New full-text patent database on STN 
FRFULL enhanced with patent drawing images 
MEDICONF to be removed from STN 

MARPAT displays enhanced with expanded G-group definitions 

and text labels 

MEDICONF removed from STN 



NEWS EXPRESS JUNE 13 CURRENT WINDOWS VERSION IS V8.0, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 13 JUNE 2005 



NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 

NEWS WWW CAS World Wide Web Site (general information) 
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Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus ************** 
FILE 'HOME* ENTERED AT 10:34:55 ON 07 JUL 2005 
=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE ' REGISTRY 1 ENTERED AT 10:35:05 ON 07 JUL 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VTNITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 6 JUL 2005 HIGHEST RN 853990-77-9 

DICTIONARY FILE UPDATES: 6 JUL 2005 HIGHEST RN 853990-77-9 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 18, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 
, * * 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http: //www. cas . org/ONLINE/DBSS/registryss . html 



=> 

Uploading C:\Program Files\Stnexp\Queries\10005133 . str 
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chain nodes : 
12 13 

ring nodes : 

123456789 10 11 
chain bonds : 
3-13 4-6 10-12 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 6-7 6-11 7-8 

exact/norm bonds : 

1-2 1-5 2-3 3-13 4-5 10-12 

exact bonds : 

3-4 4-6 

normalized bonds : 
6-7 6-11 7-8 8-9 9-10 10-11 
isolated ring systems : 
containing 1:6: 



Gl:H,Ak 
Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 
11: Atom 12: CLASS 13: CLASS 




1 



8-9 9-10 10-11 



6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 



LI STRUCTURE UPLOADED 



=> d 11 

LI HAS NO ANSWERS 
LI STR 
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N 



N 

Gl H, Ak 



Structure attributes must be viewed using STN Express query preparation. 



=> s 11 sample 

SAMPLE SEARCH INITIATED 10:35:29 FILE 1 REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 68 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



68 ITERATIONS 



0 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH **COMPLETE** 

866 TO 1854 
0 TO 0 



L2 



0 SEA SSS SAM LI 



=> s 11 ful 

FULL SEARCH INITIATED 10:35:36 FILE 1 REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 1877 TO ITERATE 



100.0% PROCESSED 1877 ITERATIONS 

SEARCH TIME: 00.00.01 



45 ANSWERS 



L3 



45 SEA SSS FUL LI 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
161.33 



TOTAL 
SESSION 
161.54 



FILE 1 CAPLUS 1 ENTERED AT 10:35:41 ON 07 JUL 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
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databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 7 Jul 2005 VOL 143 ISS 2 
FILE LAST UPDATED: 6 Jul 2005 (20050706/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification.' 



=> s 13 
L4 



9 L3 



=> d 14 1- ibib abs hitstr 

YOU HAVE REQUESTED DATA FROM 9 ANSWERS - CONTINUE? Y/(N):y 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:41464 CAPLUS 
140:111424 

Preparation of phenyl- [4- ( 3-phenyl-lH-pyrazol-4-yl) - 
pyrimidin-2-yl] -amines as protein tyrosine kinase 
inhibitors 

Furet, Pascal; Imbach, Patricia; Ramsey, Timothy 
Michael; Schlapbach, Achim; Scholz, Dieter; Caravatti, 
Giorgio 

Novartis A.-G., Switz.; Novartis Pharma G.m.b.H. 

PCT Int. Appl., 96 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



2004005282 




Al 




20040115 




WO 2003- 


EP7350 




20030708 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, GH, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LT, LU, 


LV, 


MA, 


MD, 


MK, 


MN, 


MX, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, RU, 


SC, 


SE, 


SG, 


SK, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


UA, 


US, 


UZ, 


VC, 


VN, YU, 


ZA, 


ZW 




























RW: AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, DE, 


DK, 


EE, 


ES, 


EI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


RO, SE, 


SI, 


SK, 


TR 


























2491635 






AA 




20040115 




CA 2003- 


2491635 




20030708 


1521749 






Al 




20050413 




EP 2003- 


762663 




20030708 


R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 


IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, 


CZ, 


EE, 


HU, 


SK 


2003012573 




A 




20050426 




BR 2003- 


12573 




20030708 


' APPLN. 


INFO 














GB 2002- 
WO 2003- 


15844 
EP7350 




A 20020709 
W 20030708 



OTHER SOURCE (S) : 
GI 



MARPAT 140:111424 
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m 



N-R 2 



I 



AB The title compds . [I; m = 1-5; Rl = .alkylsulf onyl, (un) substituted 

aminosulf onyl, amino, etc.; R2 = H, (un) substituted alkyl, heterocyclyl; 
R3 = H, (un) substituted Ph; R31 = H if R3 = (un) substituted Ph or R31 = 
(un) substituted Ph if R3 = H; with the proviso], useful for treating 
diseases which respond to an inhibition of a protein tyrosine kinase, were 
prepared and formulated. Thus, reacting 2-chloro-4- [3- (4-chlorophenyl) -1H- 
pyrazol-4-yl]pyrimidine with 4- ( 4-methylpiperazin-l-yl) phenylamine 
afforded I [Rl = 4- ( 4-methylpiperazin-l-yl ) ; m = 1; R2 = H; R3 = 4-C1C6H4; 
R31 = H] which showed IC50 of 0.018 uW, 0.023 uM, and 0.01 uM 
against EGF-R (HER-1) , ErbB-2 (HER-2) and VEGF receptor (KDR) , resp. The 
invention relates also to pharmaceutical compns . comprising the compds. I 
and to the use of such derivs . - alone or in combination with one or more 
other pharmaceutically active compds. - for the preparation of pharmaceutical 
compns. for the treatment especially of a proliferative disease, such as a 
tumor. 

IT 646526-44-5P 646526-52-5P 646526-64-9P 
646526-66-1P 646526-70-7P 646526-81-0P 
646526-83-2P 646526-87-6P 646526-91-2P 

646526- 95-6P 646526-99-0P 646527-01-7P 

646527- 05-1P 646527-15-3P 646527-21-1P 
646527-49-3P 646527-53-9P 646527-73-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 



(preparation of phenyl [ 4- ( 3-phenyl-lH-pyrazol-4-yl ) pyrimidin-2-yl] amines as 
protein tyrosine kinase inhibitors) 



RN 646526-44-5 CAPLUS 

CN 2-Pyrimidinamine, 4- [1- [2- (dimethylamino) ethyl] -5- ( 4-methylphenyl ) -1H- 

pyrazol-4-yl]-N- [4- (4-methyl-l-piperazinyl) phenyl]- (9CI) (CA INDEX NAME) 



Me2N-CH2-CH2 




'A 

\\ N 



NH- 




Me 



Me 
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RN 646526-52-5 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- (2, 4-dichlorophenyl ) -l-methyl-lH-pyrazol-4-yl] -N- 
(3,4-dimethoxyphenyl)- (9CI) (CA INDEX NAME) 



OMe 




OMe 



CI 



RN 646526-64-9 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- ( 4-chlorophenyl ) -1- [2- (dimethyl amino) ethyl] -1H- 

pyrazol-4-yl]-N-[4-(4-methyl-l-piperazinyl)phenyl]- (9CI) (CA INDEX NAME) 




CI 



RN 646526-66-1 CAPLUS 

CN 2-Pyrimidinamine, 4- [ l-methyl-5- ( 4-methylphenyl ) -lH-pyrazol-4-yl] -N- [4- (4- 
methyl-l-piperazinyl) phenyl]- (9CI) (CA INDEX NAME) 




Me 



RN 
CN 



646526-70-7 CAPLUS 

2-Pyrimidinamine, 4- [ l-methyl-5- ( 4-methylphenyl ) -lH-pyrazol-4-yl] -N- [4- [ (4 
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methyl-l-piperazinyl)methyl]phenyl]- (9CI) (CA INDEX NAME) 




Me 



RN 646526-81-0 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- ( 4-chlorophenyl) -1- [2- (dimethyl ami no) ethyl] -1H- 
pyrazol-4-yl]-N-(3,4,5-trimethoxyphenyl)- (9CI) (CA INDEX NAME) 



OMe 




CI 



RN 646526-83-2 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- (4-chlorophenyl) -1- [2- (dimethylamino) ethyl] -1H- 
pyrazol-4-yl]-N-(3,4-dimethoxyphenyl)- (9CI) (CA INDEX NAME) 



OMe 




RN 646526-87-6 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- (4-chlorophenyl) -1- [2- (dimethylamino) ethyl] -1H- 
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pyrazol-4-yl]-N-(3-methoxyphenyl)- (9CI) (CA INDEX NAME) 




CI 



RN 646526-91-2 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- (4-chlorophenyl) -1- [2- (dimethyl ami no) ethyl] -1H- 
pyrazol-4-yl] -N- [4- [ (4-methyl-l-piperazinyl) methyl] phenyl] - (9CI) (CA 
INDEX NAME) 




CI 



RN 646526-95-6 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- (4-chlorophenyl) -l-methyl-lH-pyrazol-4-yl] -N- [4- [ (4- 
methyl-l-piperazinyl) methyl] phenyl] - (9CI) (CA INDEX NAME) 




CI 



RN 646526-99-0 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- (4-chlorophenyl) -1- ( l-methyl-4-piperidinyl ) -1H- 
pyrazol-4-yl] -N- [4- [ (4-methyl-l-piperazinyl) methyl] phenyl] - (9CI) (CA 
INDEX NAME) 
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Me 



N 



CH2 N. 



RN 646527-01-7 CAPLUS 

CN 2-Pyrimidinamine, 4- [1- [2- (dimethyl ami no) ethyl] -5- ( 4-methylphenyl) -1H- 
pyrazol-4-yl] -N- [4- [ (4-methyl-l-piperazinyl) methyl] phenyl] - (9CI) (CA 
INDEX NAME) 



Me2N-CH2-CH2 




CH 2 N 



Me 



RN 646527-05-1 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- (4-methylphenyl) -1- ( l-methyl-4-piperidinyl) -1H- 
pyrazbl-4-yl ] -N- [ 4- [ ( 4-methyl-l-piperazinyl ) methyl ] phenyl ] - ( 9CI ) (CA 
INDEX NAME) 




Me 



CH2 N 
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RN 646527-15-3 CAPLUS 

CN 2-Pyrimidinamine, N- (3-methoxyphenyl) -4- [ l-methyl-5- [4- 

(trifluoromethyl ) phenyl] -lH-pyrazol-4-yl] - (9CI) (CA INDEX NAME) 




CF3 



RN 646527-21-1 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- ( 4-chlorophenyl) -l-methyl-lH-pyrazol-4-yl ] -N- [4- (4- 
methyl-l-piperazinyl) phenyl]- (9CI) (CA INDEX NAME) 




RN 646527-49-3 CAPLUS 

CN 2-Pyrimidinamine, 4- [5- (4-chlorophenyl) -l-methyl-lH-pyrazol-4-yl] -N- [3- [ (4- 
methyl-l-piperazinyl ) methyl] phenyl] - (9CI) (CA INDEX NAME) 




CI 



RN 646527-53-9 CAPLUS 

CN 2-Pyrimidinamine f 4- [5- ( 4-chlorophenyl) -1- [ ( l-methyl-4-piperidinyl ) methyl] - 
lH-pyrazol-4-yl]-N- (3-methoxyphenyl)- (9CI) (CA INDEX NAME) 
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OMe 



RN 646527-73-3 CAPLUS 

CN 2-Pyrimidinamine, N- [4- [ ( 4-ethyl-l-piperazinyl) methyl] phenyl] -4- El-methyl- 
s' (4-methylphenyl ) -lH-pyrazol-4-yl] - (9CI) (CA INDEX NAME) 




CH2 N 



Et 



REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:590836 CAPLUS 
139:149624 

Preparation of 1, 4-diarylpyrazole inhibitors of src 
and other protein kinases 
Young, Choon Moon 

Vertex Pharmaceuticals Incorporated, USA 

U.S. Pat. Appl. Publ., 35 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



US 2003144309 



20020516 
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US 6884804 B2 20050426 

PRIORITY APPLN. INFO. : US 2002-146984 20020516 

OTHER SOURCE(S): MARPAT 139:149624 
GI 




II 



AB Title compds . I [G = XR, XAr; X = alkylidene wherein one or two 

non-adjacent methylene units of X are replaced by O, amino, S, CO, etc.; A 
.= N, CR; R = H, aliphatic, etc.; Ar = (un) substituted 5-6 membered 
(un) saturated 

monocyclic ring, etc.; Rl = TnR, TnAr; n = 0-1; T = CO, C02, COCO, etc.; 
R2 = H, Ar, aliphatic; R3 = R, Ar] are prepared For instance, 

3- (bis (methylsulfanyl) methylene) pentane-2 , 4-dione (preparation given) is 
condensed with (pyridin-2-yl ) hydrazine to give 1- [ 5-methyl-3- 
(methylsulf anyl) -1- (pyridin-2-yl) -lH-pyrazole-4-yl] ethanone . This 
intermediate is reacted with DMFDMA (reflux) and the resulting 
p-amino enone condensed with N- (3-benzyloxyphenyl) guanidine to give 

II. Many of the compds. have Ki <> 1 uM for src kinase. I are 
inhibitors of protein kinase, particularly inhibitors of src mammalian 
protein kinase involved in cell proliferation, cell death in response to 
extracellular stimuli. 
IT 475574-56-2P 475574-57-3P 475574-58-4P 
475574-59-5P 475574-60-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES. 
(Uses) 

(preparation of l-phenyl-4-pyrimidinyl-substituted pyrazole inhibitors of 
src and other protein kinases) 
RN 475574-56-2 CAPLUS 

CN 2-Pyrimidinamine, 4- [ 5-methyl-3- [2- (methylthio) ethyl] -1-phenyl-lH-pyrazol- 

4- yl]-N-[3- (phenylmethoxy) phenyl]- (9CI) (CA INDEX NAME) 



10/ 005,133 



Ph 




RN 475574-57-3 CAPLUS 

CN 2-Pyrimidinamine, 4- [ 5-methyl-3- [2- (methyl thio) ethyl] -1-phenyl-lH-pyrazol- 
4-yl]-N-(3-phenoxyphenyl)- (9CI) (CA INDEX NAME) 



Ph 




RN 475574-58-4 CAPLUS 

CN 2-Pyrimidinamine, N- ( 3-chlorophenyl) -4- [ 5-methyl-3- [2- (methylthio) ethyl] -1- 
phenyl-lH-pyrazol-4-yl]- (9CI) (CA INDEX NAME) 



Ph 




RN 475574-59-5 CAPLUS 

CN 2-Pyrimidinamine, N- (3-methoxyphenyl) -4- [ 5-methyl-3- [2- (methylthio) ethyl] - 
l-phenyl-lH-pyrazol-4-yl]- (9CI) (CA INDEX NAME) 
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MeS-CH2-CH2 




OMe 



RN 475574-60-8 CAPLUS 

CN Benzoic acid, 3- [ [ 4- [ 5-methyl-3- [2- (methylthio) ethyl] -1-phenyl-lH-pyrazol- 
4-yl]-2-pyrimidinyl] amino]-, methyl ester (9CI) (CA INDEX NAME) 



MeS-CH2~CH2 
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INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
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2003:150531 CAPLUS 
138:187765 

Preparation of heteroarylpyrazoles as p38 kinase 
inhibitors 

Anantanarayan, Ashok; Clare, Michael; Collins, Paul 
W.; Crich, Joyce Zuowu; Devra j , Rajesh; Flynn, Daniel 
L.; Geng, Lifeng; Graneto, Matthew J.; Hanau, Cathleen 
E. ; Hanson, Gunnar J.; Hartmann, Susan J.; Hepperle, 
Michael; Huang, He; Koszyk, Francis J.; Liao, Shuyuan; 
Metz, Suzanne; Partis, Richard A. ; Perry, Thao D.; 
Rao, Shashidhar N.; Selness, Shaun Raj; South, Michael 
S.; Stealey, Michael A. ; Talley, John Jeffrey; 
Vazquez, Michael L.; Weier, Richard M. ; Xu, Xiangdong;. 
Khanna, Ish K.; Yu, Yi 
G.D. Searle and Co., USA 

U.S., 415 pp., Cont.-in-part of U.S. Ser. No. 196,623. 

CODEN: USXXAM 

Patent 

English 

4 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



US 6525059 



Bl 20030225 US 2000-513351 



20000224 
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US 6514977 










20030204 
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AB Title compels. [I; Rl = H, OH, NH2 , (cyclo) alk (en) yl, acyl, aryl, etc.; R2 
= (un) substituted piperidinyl; R3 = (un) substituted pyrimidinyl ; R4 = 
(un) substituted Ph; and pharmaceutically acceptable salts or tautomers 
thereof] were prepared by solution phase and solid phase parallel array 
reactions of ketones with hydrazines. Thus, R3CH2COMe (R3 = 4-pyridinyl) 
was condensed with 3, 4-F (MeO) C6H3CHO to give the butenone (80%), which was 
cyclocondensed with TsNHNH2 to afford the title compound II (20.7%). The 
latter inhibited human p38 kinase activity in vitro with IC50 of 4.6 uJVI 
and inhibited tumor necrosis factor a (TNFa) and interleukin 
13 (IL-1P) release from human peripheral blood mononuclear cells 
following stimulation with lipopolysaccharide with IC50 of 0.5 uM. 
Thus, I are useful for the treatment of inflammation, arthritis, asthma, 
and other disorders mediated by p38 kinase and TNFa. 

IT 216505-48-5P 216505-49-6P 

RL: CPN (Combinatorial preparation) ; PAC (Pharmacological activity) ; SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
CMBI (Combinatorial study); PREP (Preparation); USES (Uses). 

(p38 kinase inhibitor; preparation of heteroarylpyrazole p38 kinase 
inhibitors by cyclocondensation of hydrazines with ketones) 

RN 216505-48-5 CAPLUS 

CN 2-Pyrimidinamine, 4- ( 3-methyl-5-phenyl-lH-pyrazol-4-yl ) - (9CI)' (CA INDEX 
NAME) 
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NH2 




Me 



RN 216505-49-6 CAPLUS 

CN 2-Pyrimidinamine, N, N- dimethyl- 4- (3-methyl-5-phenyl-lH-pyrazol-4-yl) - 
(9CI) (CA INDEX NAME) 



NMe2 




Me 
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AB Title compds. [I; Rl = H, OH, NH2, (cyclo) alk (en) yl, acyl, aryl, etc.; R2 
= (un) substituted piperidinyl or piperazinyl ; R3 = (un) substituted 
pyrimidinyl; R4 = (un) substituted Ph; and pharmaceutical^ acceptable 
salts or tautomers thereof] were prepared by solution phase and solid phase 
parallel array reactions of ketones with hydrazines. Thus, R3CH2COMe (R3 
= 4-pyridinyl) was condensed with 3, 4-F (MeO) C6H3CHO to give the butenone 
(80%), which was cyclocondensed with TsNHNH2 to afford the title compound II 
(20.7%). The latter inhibited human p38 kinase activity in vitro with 
IC50 of 4.6 uM and inhibited tumor necrosis factor a (TNFa) 
and interleukin IP (IL-ip) release from human peripheral blood 
mononuclear cells following stimulation with lipopolysaccharide with IC50 
of 0.5 uM. Thus, I are useful for the treatment of inflammation, 
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arthritis, asthma, and other disorders mediated by p38 kinase and 
TNFct . 

IT 216505-48-5P 216505-49-6P 

RL: CPN (Combinatorial preparation); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
CMBI (Combinatorial study); PREP (Preparation); USES (Uses) 

(p38 kinase inhibitor; preparation of heteroarylpyrazole p38 kinase 
inhibitors by cyclocondensation of hydrazines with ketones) 
RN 216505-48-5 CAPLUS 

CN 2-Pyrimidinamine, 4- ( 3-methyl-5-phenyl-lH-pyrazol-4-yl) - (9CI) (CA INDEX 
NAME) 



NH2 




Me 



RN 216505-49-6 CAPLUS 

CN 2-Pyrimidinamine, N, N-dimethyl-4- ( 3-methyl-5~phenyl-lH-pyrazol-4-yl ) - 
(9CI) (CA INDEX NAME) 




Me 
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AB Title compds. I [wherein G = XR or XAr; X = independently alkylidene 

wherein 1-2 non-adjacent methylene units are independently replaced by O, 
NR, S, CO, CONR, NRCO, NRCONR, SO, S02, NRS02, S02NR, or NRS02NR; A = N or 
CR; R = H or (un) substituted aliphatic group; or NR2 = heterocyclyl ; Ar = 
(un) substituted 5-6 membered monocyclic ring with 0-3 heteroatoms or 8-10 
membered bicyclic ring with 0-4 heteroatoms; Rl = TnR or TnAr; n = 0-1; T 
= CO, C02, COCO, COCH2CO, CONR, S02, or S02NR; R2 = H, Ar, or 

(un) substituted aliphatic group; R3 = R or Ar; or pharmaceutically acceptable 
derivs. thereof] were prepared as inhibitors of protein kinase, particularly 
inhibitors of Src mammalian protein kinase involved in cell proliferation, 
cell death and response to extracellular stimuli (no data) . For example, 
3-dimethylamino-l- [ 5-methyl-3-methylsulf anyl-1- (pyridin-2-yl ) -lH-pyrazol-4- 
yl]propenone was coupled with N- ( 3-benzyloxyphenyl ) guanidine in MeOH to 
give II (40%) . I and compns . containing I are useful in the treatment and 
prevention of various inflammatory, autoimmune, destructive bone, 
proliferative, infectious, neurodegenerative, allergic, and cardiac 
disorders and diseases (no data) . 
IT 475574-56-2P, N- (3- ( Benzyloxy ) phenyl ) -N- [ 4- [ 5-methyl-3- (2- 

(methylthio) ethyl) -l-phenyl-lH-pyrazol-4-yl] pyrimidin-2-yl] amine 
475574-57-3P, N- ( 3-Phenbxyphenyl ) -N- [ 4- [ 5-methyl-3- ( 2- 

(methylthio) ethyl) -l-phenyl-lH-pyrazol-4-yl] pyrimidin-2-yl] amine 
475574-58-4P, N- ( 3-Chlorophenyl ) -N- [4- [5-methyl-3- (2- 

(methylthio) ethyl) -l-phenyl-lH-pyrazol-4-yl] pyrimidin-2-yl] amine 
475574-59-5P, N- ( 3-Methoxyphenyl ) -N- [4- [ 5-methyl-3- (2- 
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(methylthio) ethyl) -l-phenyl-lH-pyrazol-4-yl] pyrimidin-2-yl] amine 
475574-60-8P, N- (3- (Methoxycarbonyl ) phenyl ) -N- [ 4- [ 5-methyl-3- (2- 
(methylthio) ethyl) -l-phenyl-lH-pyrazol-4-yl] pyrimidin-2-yl] amine 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(Src protein kinase inhibitor; preparation of pyrazolyl pyridinamines and 
pyrimidinamine inhibitors of protein kinases using condensation, 
cyclization, and substitution reactions) 
RN 475574-56-2 CAPLUS 

CN 2-Pyrimidinamine, 4- [ 5-methyl-3- [2- (methylthio) ethyl] -1-phenyl-lH-pyrazol- 
4-yl]-N-[ 3- (phenylmethoxy) phenyl]- (9CI) (CA INDEX NAME) 



Ph 




RN 475574-57-3 - CAPLUS 

CN 2-Pyrimidinamine, 4- [ 5-methyl-3- [2- (methylthio) ethyl] -1-phenyl-lH-pyrazol- 
4-yl]-N-(3-phenoxyphenyl)- (9CI) (CA INDEX NAME) 



Ph 




RN 475574-58-4 CAPLUS 

CN 2-Pyrimidinamine, N- ( 3-chlorophenyl ) -4- [5-methyl-3- [2- (methylthio) ethyl] -1- 
phenyl-lH-pyrazol-4-yl] - (9CI) (CA INDEX NAME) 
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RN 475574-59-5 CAPLUS 

CN 2-Pyrimidinamine, N- ( 3-methoxyphenyl ) -4- [5-methyl-3- [2- (methyl thio) ethyl] - 
l-phenyl-lH-pyrazol-4-yl] - (9CI) (CA INDEX NAME) 



Ph 




RN 475574-60-8 CAPLUS 

CN Benzoic acid, 3- [ [ 4- [ 5-methyl-3- [2- (methyl thio) ethyl] -1-phenyl-lH-pyrazol- 
4-yl]-2-pyrimidinyl] amino]-, methyl ester (9CI) (CA INDEX NAME) 



Ph 




O 



L4 ANSWER 6 OF 9 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE: 



2002:449675 CAPLUS 
137:33311 

Preparation of pyrazolylpyridine- and 
-pyrimidineamines as JNK inhibitors 

Ledeboer, Mark; Salituro, Francesco; Moon, Young-Choon 
Vertex Pharmaceuticals Incorporated, USA 
PCT Int. Appl., 62 pp. 



10/ 005,133 



CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE : English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2002046184 

W: AE, AG, AL, 

CO, CR, CU, 

GM, HR, HU, 

LS, LT, LU, 

PT, RO, RU, 

US, UZ, VN, 

RW: GH, GM, KE, 

CY, DE, DK, 

BF, BJ, CF, 

CA 2430539 

US 20021113531 

R: AT, BE, CH, 

IE, SI, LT, 
JP 2004518644 
PRIORITY APPLN. INFO.: 

OTHER SOURCE (S) : 
GI 



Al 
AM, 
CZ, 
ID, 
LV, 
SD, 
YU, 
LS, 
ES, 
CG, 
AA 
A5 
Al 
Al 
DE, 
LV, 
T2 



AT, 
DE, 
IL, 
MA, 
SE, 
ZA, 
MW, 
FI, 
CI, 



DK, 
EI, 



20020613 
AU, AZ, 
DK, DM, 
IN, IS, 
MD, MG, 
SG, SI, 
ZW, AM, 
MZ, SD, 
FR, GB, 
CM, GA, 
20020613 
20020618 
20020815 
20030917 
ES, FR, 
RO, MK, 
20040624 



WO 2001- 
BA, BB, BG, 
DZ, EC, EE, 
JP, KE, KG, 
MK, MN, MW, 
SK, SL, TJ, 
AZ, BY, KG, 
SL, SZ, TZ, 
GR, IE, IT, 
GN, GQ, GW, 
CA 2001- 
AU 2002- 
US 2001- 
EP 2001- 
GB, GR, IT, 
CY, AL, TR 
JP 2002- 
US 2000- 
WO 2001- 



US46383 
BR, BY, 
ES, FI, 
KP, KR, 
MX, MZ, 
TM, TR, 
KZ, MD, 
UG, ZM, 
LU, MC, 
ML, MR, 
2430539 
28783 
5133 
989898 
LI, LU, 

547922 
251409P 
US46383 



BZ, 
GB, 
KZ, 
NO, 
TT, 
RU, 
ZW, 
NL, 
NE, 
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AB Title compds. (I; R = H or alkyl; Rl = cycloalkyl, Ph, pyridyl, etc.; R2 = 
H, alkoxymethyl, heterocyclylmethyl, etc.; R3 = Ph, CH2Ph, etc.; Zl = 
pyridine- or pyrimidine-4 , 2-diyl ) were prepared Thus, R4Z1CH(CH0)2 (R4 = 
MeS, Zl = pyrimidine-2, 4-diyl) was cyclocondensed with H2NNHC6H3F2-2, 4 and 
the S-oxidized product aminated by cyclohexyl amine to give I (R = R2 = H, 
Rl = cyclohexyl, R3 = C6H3F2-2,4). Data for biol . activity of I were 
given . 

IT 434283-94-0P 434283-95-1P 434283-96-2P 

434283- 97-3P 434283-98-4P 434283-99-5P 

434284- 00-1P 434284-01-2P 434284-02-3P 
434284-03-4P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of pyrazolylpyridine- and -pyrimidineamines as JNK inhibitors) 
RN 434283-94-0 CAPLUS 

CN 2-Pyrimidinamine, N-cyclohexyl-4- [1- (2, 4-dif luorophenyl ) -lH-pyrazol-4-yl] - 
(9CI) (CA INDEX NAME) 
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RN 434283-95-1 CAPLUS 

CN 2-Pyrimidinamine, 4- (3-methyl-l-phenyl-lH-pyrazol-4-yl ) -N-phenyl- (9CI) 
(CA INDEX NAME) 



NHPh 




Me 



RN 434283-96-2 CAPLUS 

CN Benzenesulfonamide, 4-[ [4- (5-rriethyl-l-phenyl-lH-pyrazol-4-yl) -2- 
pyrimidinyl] amino]- (9CI) (CA INDEX NAME) 



Ph 




RN 434283-97-3 CAPLUS 

CN 2-Pyrimidinamine, N-cyclohexyl-4- [1- (phenylmethyl) -lH-pyrazol-4-yl] - (9CI) 
(CA INDEX NAME) 
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RN 434283-98-4 CAPLUS 

CN 2-Pyrimidinamine, N-cyclohexyl-4- ( l-phenyl-lH-pyrazol-4-yl ) - (9CI) (CA 
INDEX NAME) 



Ph 




RN 434283-99-5 CAPLUS 

CN 2-Pyrimidinamihe, N-cyclohexyl-4- [1- ( 4-methoxyphenyl) -lH-pyrazol-4-yl] - 
(9CI) (CA INDEX NAME) 



OMe 




RN 434284-00-1 CAPLUS 

CN 2-Pyrimidinamine, N-cyclohexyl-4- [1- (2, 5-dichlorophenyl ) -lH-pyrazol-4-yl] - 
(9CI) (CA INDEX NAME) 
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RN 434284-01-2 CAPLUS 

CN 2-Pyrimidinamine, N- ( 4-f luorophenyl ) -4- (5-methyl-l-phenyl-lH-pyrazol-4-yl) - 
(9CI) (CA INDEX NAME) 
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